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2a)^ Tills action is FINAL. 2b)n This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) ^ Claim(s) 1-17 is/are pending in the application. 
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6) E] Claim(s) 1-17 is/are rejected. 
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Application Papers 
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Priority under 35 U.S.C. § 119 
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DETAILED ACTION 

Claims 1-17 are pending in the instant application. 

Amendments/Declarations 

The amendment filed June 6, 2006 has been acknowledged and has been 
entered into the record. 

The 37 C.F.R. 1.132 declaration submitted originally on June 6, 2006, and 
properly executed in the fomi submitted on June 13, 2006 has been considered fully by 
the Examiner. 

Previous Specification Objections 

The title of the invention was objected to for not being descriptive. The title has 
been amended in line with the Examiner's suggestion, and with objection is withdrawn. 
Previous Claim Rejections - 35 (JSC § 103 and Obviousness Double Patenting 

Claim 1 was rejected in the action mailed on February 6, 2006 under 35 U.S.C. 
103(a) as being unpatentable over Yamaglshi et al. (JP07-330726A) in view of 
Williamson {Macroscale and Microscale Organic Experiments 1999, pages 39 and 48- 
50). 

Claims 2-17 were rejected in the action mailed on February 6, 2006 under 35 
U.S.C. 103(a) as being unpatentable over Yamagishi et al. (JP07-330726A) in view of 
Williamson {Macroscale and Microscale Organic Experiments 1999. pages 39 and 48- 
50) and Kitazawa et al. (USPN 5,387,603). 

Claims 2-17 were rejected in the action mailed on February 6, 2006 on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
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claims 12-13 of U.S. Patent No. 5,387.603 in view of Yamagishi et al. (JP07-330726A) 
and Williamson {Macroscale and Microscale Organic Experiments 1999, pages 39 and 
48-50). 

Applicant has submitted a declaration from Eiji Tsuru under 37 C.F.R. 1.132 to 
provide evidence to overcome the obviousness rejections. 

The declaration under 37 CFR 1 .132 filed June 6, 2006 and executed form filed 
on June 13, 2006 is insufficient to overcome the rejection of claims 1-17 based upon the 
obviousness determinations stated above as set forth in the last Office action because: 
the declaration does not provide evidence that rebuts the prima facie cases of 
obviousness made by the Examiner in the action mailed on February 6, 2006. 

The declaration provides evidence of perfomning the reactions according to 
Yamagishi et al. and Kitazawa et al. to generate crystals of the compound, knovi/n as 
KMD-3213. (Table 2, Page 8 of declaration) Mr. Tsuru also provided data generated 
from performing the procedures of generating the alpha and beta forms of crystalline 
KMD-3213, confimiing that the procedures set out in the specification as originally filed 
are repeatable. (Table 1 , Page 7 of declaration) From an examination of the data 
presented, Yamagishi et al. and Kitazawa et al. generate the beta form of the crystal, 
and not the alpha form, which is claimed in the instant application. Therefore, 
Yamagishi et al. and Kitazawa et al. do not teach the invention on their own, and do not 
anticipate the claims under 35 U.S.C. 102. 

However, there is no evidence or data provided that the Yamagishi et al. and 
Kitazawa et al. procedures were attempted as modified by the guidance of Williamson. 



Application/Control Number: 10/526,898 Page 4 

Art Unit: 1626 

Williamson teaches a general crystallization procedure to be taught to organic chemists 
in the undergraduate collegiate level. Williamson specifically teaches to make a heated 
supersaturated solution of the material to be crystallized, and to cool the solution slowly 
to room temperature without disturbing the solution after crystallization has started in 
order to generate crystals. The Examiner has provided a prima facie case stating that if 
the person of ordinary skill in the art would crystallize the KMD-3213 generated by 
Yamagishi et al. or Kitazawa et al. with the addition of the guidance supplied by 
Williamson, that the person of ordinary skill in the art would generate the claimed 
invention. Since no data was provided to show the results of modifying the references 
as set forth by the Examiner, the declaration is not found to be persuasive to withdraw 
the rejections. 

Therefore, the preponderance of the evidence continues to point to a prima facie 
case of obviousness and the rejections are maintained. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which fonns the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Gratiam v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 
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2. Ascertaining the differences between tlie prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claim 1 rejected under 35 U.S.C. 103(a) as being unpatentable over Yamagishi 
et al. (JP07-330726A) in view of Williamson {Macroscale and Microscale Organic 
Experiments 1999, pages 39 and 48-50). 



H 



The instant application teaches a crystal of: *^ 




with a particular X-ray diffraction pattern. 



Detenvlnation of the scope and content of the prior art (MPEP 52141.01) 
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Yamagishi et al. teach a compound of fomiula: " "* , where R is 

hydroxy Ipropyl, R1 and R2 are hydrogen, and R3 is trifluoroethyl, and its crystallization. 
See Reference Example 30, page 24, paragraph 184. 

Ascertainment of the difference between the prior art and the claims (MPEP 
52141.02) 

Yamagishi et al. do not teach the X-ray diffraction pattern of their crystals or the 
explicit crystallization using the method described in page 5, lines 24-29 of the 
specification. 

Finding of prima facie obviousness-rational and motivation (hAPEP 52142-2413) 

Yamagishi et al. teach the dissolving of crude crystals in heated ethyl acetate, 
and allowing the solution to stand at room temperature. See Reference Example 30, 
page 24, paragraph 184. 

Williamson teaches the gradual cooling of a heated saturated solution to room 
temperature to induce crystallization. See pages 48-50. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to take the procedure of Yamagishi et al. and use 
the guidance of Williamson to make the crystals of the instant invention, with a 
reasonable expectation of success. Since the crystals are prepared in the same 
manner as that of the instant application on page 5, lines 24-29 of the specification, the 
crystals made in this manner inherently have the same X-ray diffraction pattern as that 
of the instant invention. The motivation to do so is provided by Williamson. Williamson 
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teaches that crystallization is the most important method for the purification of solid 
organic compounds. See page 39. 

Thus, the claimed invention as a whole was prima facie obviousness over the 
combined teachings of the prior art. 

Claims 2-17 rejected under 35 U.S.C. 103(a) as being unpatentable over 
Yamagishi et al. (JP07-330726A) in view of Williamson {Macmscale and Microscale 
Organic Experiments 1999, pages 39 and 48-50) and Kitazawa et al. (USPN 
5,387.603). 



^ COMH, 

The instant application teaches a crystal of: 
with a particular X-ray diffraction pattern. 

Detemiination oftlie scope and content ofttie prior art: (MPEP ^2141.01) 



hydroxylpropyl, R1 and R2 are hydrogen, and R3 is trifluoroethyl, and its crystallization. 
See Reference Example 30, page 24, paragraph 184. 

Ascertainment of tlie difference between the prior art and ttie claims (MPEP 



H 




Yamagishi et al. teach a compound of formula: 




, where R is 



$2141.02) 
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Yamagishi et al. do not teach the X-ray diffraction pattern of their crystals or the 
explicit crystallization using the method described in page 5, lines 24-29 of the 
specification. 

Finding of prima facie obviousness-rational and motivation (MPEP $2142-2413) 

Yamagishi et al. teach the dissolving of crude crystals in heated ethyl acetate, 
and allowing the solution to stand at room temperature. See Reference Example 30, 
page 24, paragraph 184. 

Williamson teaches the gradual cooling of a heated saturated solution to room 
temperature to induce crystallization. See pages 48-50. 

Kitazawa et al. teaches a pharmaceutical composition containing as an active 
ingredient the compound of Yamagishi et al. See column 15, line 41 through column 
16, line 23 and column 62, line 51, through column 64, line 15. 

Therefore, It would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to take the procedure of Yamagishi et al. and use 
the guidance of Williamson to make the crystals of the instant invention, and convert to 
any pharmaceutical composition with the instant invention as an active ingredient as 
taught by Kitazawa et al., with a reasonable expectation of success. Since the crystals 
are prepared in the same manner as that of the instant application on page 5, lines 24- 
29 of the specification, the crystals made in this manner inherently have the same X-ray 
diffraction pattern as that of the instant invention. The motivation to do so is provided by 
Williamson. Williamson teaches that crystallization is the most important method for the 
purification of solid organic compounds. See page 39. 
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Thus, the claimed invention as a whole was prima facie obviousness over the 
combined teachings of the prior art. 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded In public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not Identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Omum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 
644 (CCPA 1969). 

A timely filed tenninal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply 
with 37 CFR 3.73(b). 

Claims 2-17 rejected on the ground of nonstatutory obviousness-type double 

patenting as being unpatentable over claims 12-13 of U.S. Patent No. 5,387,603 in view 

of YamagishI et al. (JP07-330726A) and Williamson {Macroscale and Microscale 

Organic Experiments 1999, pages 39 and 48-50). 



Double Patenting 
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The instant application teaches a crystal of: 




with a particular X-ray diffraction pattern. 



Application/Control Number: 10/526.898 Page 10 

Art Unit: 1626 

Determination of the scope and content of the prior art (MPEP 52141.01) 
Kitazawa et al. teaches a pharmaceutical composition containing as an active 



.r 1 




o 

OR* 



ingredient a compound of fonnula: " with R as 

hydroxypropyl and as trifluoroethyl . See claims 12 and 13. 

Ascertainment of the difference between the prior art and the claims (MPEP 
^2141.02) 

Kitazawa et al. do not teach the crystallization of the compound, nor its X-ray 
diffraction pattern. 

Findina of prima facie obviousness-rational and motivation (MPEP 52142-2413) 
Yamagishi et al. teach the dissolving of crude crystals of formula: 



— itnt 



R oom'R' 



, where R is hydroxylpropyl, R1 and R2 are hydrogen, and R3 is 



trifluoroethyl in heated ethyl acetate, and allowing the solution to stand at room 
temperature. See Reference Example 30, page 24, paragraph 184. 

Williamson teaches the gradual cooling of a heated saturated solution to room 
temperature to Induce crystallization. See pages 48-50. 

Therefore, it would have been obvious to one of ordinary skill in the art at the 
time the claimed invention was made to take the procedure of Yamagishi et al. and use 
the guidance of Williamson to make the crystals of the instant invention, and convert to 
any pharmaceutical composition with the instant invention as an active ingredient as 
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taught by Kitazawa et al., with a reasonable expectation of success. Since the crystals 
are prepared in the same manner as that of the instant application on page 5, lines 24- 
29 of the specification, the crystals made in this manner Inherently have the same X-ray 
diffraction pattern as that of the instant invention. The motivation to do so is provided by 
Williamson. Williamson teaches that crystallization is the most important method for the 
purification of solid organic compounds. See page 39. 

Conclusion 

Claims 1-17 are rejected. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Joseph Kosack whose telephone number is (571)-272- 
5575. The examiner can normally be reached on M & W 5:30 A.M.-6:00 P.M. and T & 
Th 5:30A.M.-2:00 P.M. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor. Joseph M^Kane can be reached on (571)-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Infomnation regarding the status of an application may be obtained from the 
Patent Application Infomiation Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status infomnation for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http;//pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-fr€ 
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